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TI Sertraline acid addition salt, its preparation and its use in the 

preparation of sertraline hydrochloride Form II 
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AB The present invention relates to novel acid addition salts of sertraline, 

their preparation and their use in the preparation of crystalline Form-II of 

Sertraline 

hydrochloride. 

IT 56-86-0, Glutamic acid 69-72-7, Salicylic acid 88-99-3, Phthalic acid 
99-04-7, 3-Methyl benzoic acid 124-04-9, Adipic acid 611-71-2, 
R-Mandelic acid 7647-01-0, Hydrochloric acid 79617-96-2, Sertraline 
254731-40-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(sertraline acid addition salt, its preparation and its use in the 
preparation of 

sertraline hydrochloride Form II) 
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AB A process for the preparation of sertraline HC1 form I comprises: (A) heating 
sertraline HC1 in n-butanol to about 400° to about reflux temperature; 
and (B) crystallizing the sertraline HC1 . 

IT 254731-40-3, Sertraline mandelate 

RL: RCT (React ant) ; RACT (React ant or reagent) 



(process for the preparation of polymorphic crystalline sertraline 
hydrochloride 

form I and pharmaceutical dosage forms containing it) 
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AB The crystalline polymorphic form II of sertraline hydrochloride is prepared by: 
(a) providing a solution or suspension of sertraline base or one of its salts 
(e.g., sertraline mandelate) in a solvent (e.g., acetonitrile) ; (b) adding 
a hydrochloride of an organic amide (e.g., dimethylacetamide hydrochloride) 
at 0-120°; and (c) isolating the crystalline solid polymorphic form II 
of sertraline hydrochloride. 

IT 920-54-7, Dimethylacetamide hydrochloride 16889-93-3, 

N-Methylpyrrolidone hydrochloride 79617-96-2, Sertraline 

254731-40-3, Sertraline mandelate 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(neutralization process* for preparing the crystal polymorphic form II of 
sertraline hydrochloride) 
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TI Method for preparation of the crystalline polymorphic form II of 

sertraline hydrochloride 
IN Reguri, Buchi Reddy; Kadaboina, Rajasekhar 
PA Dr. Reddy 's Lab. Ltd. , India 
SO Indian, 21 pp. 
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DT Patent 
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PATENT NO. 



KIND DATE 



PI 

PRAI 
AB 



APPLICATION NO. 



IN 2000-MA765 



DATE 



20000915 



IN 192257 Al 20040327 

IN 2000-MA765 20000915 

A method for the preparation of polymorphic crystalline form II of sertraline 
hydrochloride from any salt of Sertraline or from sertraline base 
comprises: (a) suspending the sertraline salt (mandelate or hydrochloride) 
in n-butanol, hexane, heptane, octane, nonane, cyclohexane, or their a 
mixts.; (b) adding an aqueous alkali solution to the suspension to obtain 
sertraline free base; (c) separating the aqueous layer from the biphasic 
mixture; (d) 

optionally extracting the free base from the aqueous layer of step (c) by 
using a 

solvent as defined in step (a) and mixing with the organic layer of step (c) ; 
(e) optionally diluting the organic layer of step (d) with n-butanol or hexane, 
heptane, octane, nonane, or cyclohexane; (f) acidifying the organic layer of 
step (e) with concentrate hydrochloric acid or gaseous hydrogen chloride or 
butanolic hydrogen chloride at 0-200° to obtain a sertraline 
hydrochloride suspension; (g) stirring the said suspension of step (f) at 
0-300° for 10-36 h to obtain form II of sertraline hydrochloride in 
suspended form; and (h) filtering, washing, and drying the product. 
IT 7647-01-0, Hydrogen chloride, reactions 254731-40-3, Sertraline 
mandelate 

RL: RCT (React ant) ; RACT (React ant or reagent) 

(in a method for preparation of the crystalline polymorphic form II of 
sertraline 

hydrochloride) 
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AB A novel polymorph of sertraline hydrochloride, i.e. ( lS-cis) -4- (3 , 4- 
dichlorophenyl ) -1 , 2 , 3 , 4 - 1 etrahydro -N -methyl -1 -naphtha lenamine 
hydrochloride (I-HC1), is disclosed, having improved water solubility 
along with acceptable stability. It is characterized by a unique x-ray 
diffraction pattern and unit cell structure, as well as IR and NMR 
spectral characteristics. 

IT 254731-40-3, Sertraline mandelate 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(acid addition salt conversion; x-ray diffraction of a polymorph of 
sertraline hydrochloride) 
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AB An improved process for the preparation of sertraline hydrochloride polymorphic 
form II is described, which process comprises seeding a solution of 
sertraline free amine in a ketone with some crystals of polymorphic form 
II and addition of hydrogen chloride, and wherein the solution is heated before 
addition of the hydrogen chloride. According to the present process, the 
metastable form II may be obtained in a reliable way with good yield and 
high purity with respect to other polymorphic forms as well as preparative 
residues such as educts or solvents. 

IT 254731-40-3, Sertraline mandelate 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process) ; RCT (Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PROC (Process) ; RACT (Reactant or reagent) ; USES (Uses) 
(polymorphic forms of sertraline hydrochloride) 
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a process for preparing sertraline, 
by reductive amination of a racemic 
4- (3 , 4-dichlorophenyl) -3 , 4 -dihydro-1 (2H) naphthalenone , is disclosed. The 
preparation process is carried out in a single reaction vessel without 
isolation of intermediates. Pure cis- and trans-isomers of sertraline are 
separated Disclosed is also a conversion process of trans-isomer to 
cis-isomer, as well as preparation process of (IS) -cis-isomer polymorph. 
79617-89-3P 79617-95-1P 79617-96-2P, Sertraline 79617-99-5P 
254731-40-3P, Sertraline mandelate 

RL: IMF (Industrial manufacture) ; SPN (Synthetic preparation) ; PREP 
(Preparation) 

(process for preparing sertraline by reductive amination of a racemic 
4- (3, 4-dichlorophenyl) -3 , 4 -dihydro-1 (2H) naphthalenone) 
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AB A process for the preparation of a polymorphic form of sertraline salts (e.g., 
sertraline hydrochloride) is described by dissolving or suspending 
sertraline mandelate in a solvent, reducing the pH of the solution or the 
suspension, and isolating the polymorphic salt of sertraline. 

IT 7647-01-0, Hydrogen chloride, reactions 254731-40-3, Sertraline 
mandelate 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(in a process for the preparation of a polymorphic form of sertraline 
hydrochloride) 
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TI A New and Simplified Process for Preparing N- [4 - (3,4 -Dichlorophenyl ) -3,4- 
dihydro-1 (2H) -naphthalenylidene] methanamine and a Telescoped Process for 
the Synthesis of (IS-cis) -4- (3 , 4-Dichlorophenol ) -1 , 2 , 3 , 4-tetrahydro-N- 
methyl-l-naphthalenamine Mandelate: Key Intermediates in the Synthesis of 
Sertraline Hydrochloride 

AU Taber, Geraldine P.; Pfisterer, David M . ; Colberg, Juan C. 

CS Pfizer Global Research and Development, Grot on, CT, 0634 0, USA 

SO Organic Process Research & Development (2004), 8(3), 385-388 
CODEN: OPRDFK; ISSN: 1083-6160 

PB American Chemical Society 

DT Journal 

LA English 

OS CASREACT 141:56052 

AB N- [4- (3, 4 -Dichlorophenyl) -3 , 4-dihydro-l (2H) -naphthalenylidene] methanamine, 
sertraline imine (I) , is an intermediate for the synthesis of Zoloft, 
sertraline hydrochloride. A cleaner, simpler, and more efficient 
alternative to the Schiff base-mediated formation of sertraline imine was 
developed and is presented. The condensation reaction between 
4- (3 , 4 -dichlorophenyl) -3 , 4-dihydro-l (2H) -naphthalone, sertraline tetralone 
and monomethylamine was carried out in ethanol, without the need for 
classical dehydrating agent, such as TiC14, or more novel approaches, such 
as mol . sieves, both of which produce hazardous byproducts and solid 
wastes. The low solubility of the imine I in this type of solvent is 
exploited, such that the reaction equilibrium favorably enhances the imine 
formation. Furthermore, an improved and highly selective catalytic reduction 
of I with Pd/CaC03 catalyst in ethanol as the reaction solvent, followed 
by the resolution of the racemic cis isomer with D- ( - ) -mandelic acid results 
in a more efficient telescoped com. process to (IS-cis) -4 - (3 , 4- 
dichlorophenol) -1,2,3 , 4-tetrahydro-N-methyl-l-naphthalen-amine mandelate, 
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sertraline mandelate. This new process was implemented com. and 
eliminates the use of hazardous material such as TiC14, significantly 
reduces undesirable byproducts, reduces the number of intermediate 
isolations, and improves the overall process yield and productivity on 
industrial scale. 
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naphthalenylidene] methanamine 254731-40-3P, (lS-cis) -4- (3 , 4- 
Dichlorophenol) -1,2,3 , 4-tetrahydro-N-methyl-l-naphthalenamine mandelate 
RL: IMF (Industrial manufacture); PREP (Preparation) 

(simplified process for preparation sertraline imine and telescoped process 
for preparation of sertraline mandelate as key intermediates in synthesis of 
sertraline hydrochloride) 

L2 ANSWER 10 OF 18 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2004 : 101117 CAPLUS 
DN 140:163588 

TI Neutralization process for the preparation crystalline sertraline free 

base from sertraline salts 
IN Rao, Dharmaraj Ramachandra; Kankan, Rajendra Narayanrao; Narayan, Bhanu M. 
PA Cipla Limited, India; Wain, Christopher Paul 
SO PCT Int. Appl., 13 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI. WO 2004011413 Al 20040205 WO 2003-GB3161 20030722 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI , GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, 

LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, PL, 

PT, RO, RU, SC, SD, SE, SG, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, 

UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 

KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, 

FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ , GW , ML, MR, NE, SN, TD, TG 



AU 


2003254475 


Al 


20040216 


AU 


2003 


-254475 


20030722 


IN 


2005MN00045 


A 


20051111 


IN 


2005 


-MN45 


20050117 


PRAI * GB 


2002-17488 


A 


20020729 










GB 


2003-11718 


A 


20030521 










WO 


2003-GB3161 


W 


20030722 











AB Crystalline sertraline free base is made by treating a sertraline salt (e.g., 
sertraline hydrochloride) with a base (e.g., aqueous NaOH) and recovering the 
sertraline base in crystalline form which may be used in a variety of 
pharmaceutical dosage form. 
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IT 79559-97-0, Sertraline hydrochloride 254731-40-3, Sertraline 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(neutralization process for the preparation crystalline sertraline free 
base from 

sertraline salts) 
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TI Process for the preparation of polymorphic form II of sertraline 

hydrochloride, pharmaceutical formulations and pharmaceutical dosage forms 
containing it 
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AB Processes for preparation of crystalline sertraline hydrochloride form II 
substantially free of other polymorphic forms of sertraline hydrochloride, 
preferably on an industrial scale, are presented along with X-ray 
diffraction patterns of the title crystal polymorph. 
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AB Crystallization and neutralization methods for the preparation of sertraline 
hydrochloride crystal polymorph forms III, V, VI, VII, VII, IX, and X are 
presented. According to the present invention, sertraline hydrochloride 
Form III may be produced by heating sertraline hydrochloride Forms V and 
VI. Sertraline hydrochloride Forms V and VI may be produced from either 
sertraline hydrochloride or sertraline base by crystallization Sertraline 
hydrochloride Form VII may be produced by suspending sertraline 
hydrochloride polymorph V in water, followed by filtration. Sertraline 
hydrochloride Forms VIII and IX may be produced by suspending sertraline 
base in water followed by acidification and filtration. 
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AB Sertraline hydrochloride form II may be produced directly form sertraline 
base or sertraline mandelate. It may also be produced from sertraline 
hydrochloride solvate and hydrate forms, and crystallized from new solvent 
systems. Pharmaceutical compns. containing sertraline hydrochloride Form II 
and methods of treatment using such pharmaceutical compns. are also 
disclosed. 
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AB Sertraline or its salt is used for treating mammal premature ejaculation. 
The sertraline salt is citrate, HC1, mandelate, or sulfate. The 
sertraline salt is prepared from mandelate by* dissolving in Et acetate-water 
(1:1), regulating with 50% NaOH to pH 9-10, standing for 20 min, separating, 
extracting aqueous phase with Et acetate thrice, washing with water, 

neutralizing 

with citric acid, HC1, or H2S04, crystallizing, and drying in vacuum. A tablet 
or capsule is prepared from sertraline citrate 54.24, Na2HP04 10, 
microcryst. cellulose 25, hydroxypropyl cellulose 3, CMC-Na 4, low 
substituted hydroxypropyl cellulose 2.76, and Mg stearate 1%. 
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AB There is disclosed a process for the preparation of 
cis- (1S,4S) -N-methyl-4- (3,4- 

dichlorophenyl) -1 , 2 , 3 , 4-tetrahydro-l-naphthaleneamin hydrochloride (i.e. , 
sertraline hydrochloride) and the intermediate cis-N-methyl-4- (3 , 4- 
dichlorophenyl) -1 , 2 , 3 , 4-tetrahydro-l-naphthaleneamine hydrochloride, which 
comprises the reductive amination of 4 - (3 , 4 -dichlorophenyl) -3 , 4 -dihydro-1- 
(2H) -naphthalenone with methylamine and hydrogen in the presence of a 
catalyst such as Raney Nickel to produce the intermediate amine, treating 
that amine with hydrogen chloride to produce the corresponding cis- and 
trans -amine hydrochloride salts, isolating and purifying the amine 
hydrochloride mixture to obtain the intermediate cis -amine hydrochloride, 
and converting the cis-amine hydrochloride into cis- (IS, 4S) -N-methyl-4- 
(3 , 4-dichlorophenyl ) -1 , 2 , 3 , 4 -tetrahydro-1 -naphthaleneamin hydrochloride . 
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AB This invention relates to a novel improved process for preparing the (+) 
enantiomer of N- [4 - (3 , 4 -dichlorophenyl ) -3 , 4 -dihydro-1 (2H) - 
naphthalenylidene] methanamine (I), an intermediate in the manufacture of 
sertraline, by reacting the (+) enantiomer of 4- (3 , 4 -dichlorophenyl ) -3 , 4- 
dihydro-1 (2H) - naphtha lenone (II) with monomethyl amine and titanium 
chloride or mol . sieves. Subsequent I hydrogenation and 

salification- resolution leads to the preparation of a sertraline III salt. 
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AB The present invention is directed to forms II, III, V, VI, VII, VIII, IX 

and X of sertraline-HCl and novel methods for their preparation According to 
the present invention, sertraline-HCl polymorph II may be produced by 
slurrying sertraline-HCl polymorph VI in aprotic organic solvent. 
Sertraline-HCl polymorphic form III may be produced by heating 
sertraline-HCl polymorphs V and VI. Sertraline-HCl forms V and VI may be 
produced from either sertraline-HCl or sertraline base by crystallization 
Sertraline-HCl form' VII may be produced by suspending sertraline chloride 
polymorph V in water, followed by filtration. Sertraline-HCl forms VIII 
and IX may be produced by suspending sertraline base in water followed by 
acidification and filtration. Sertraline-HCl form X may be produced by 
suspending sertraline-HCl in benzyl ale. with heating, followed by 
filtration. Sertraline mandelate was mixed with EtOAc and aqueous sodium 
hydroxide was added until the sertraline mandelate was completely 
neutralized. The solvent was removed under reduced pressure resulting in 
sertraline base as an oil. The sertraline base was dissolved in methanol 
and acidified with HC1 until pH 1 . 5 was reached. The slurry was allowed 
to cool to room temperature and stirred for about 2 h. The solid was 

separated by 

filtration to give sertraline-HCl methanolate-Form VI. Drying the product 
overnight gave sertraline-HCl form V. 
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